Introduction {#s1}
============

During emergence from general anesthesia, the brain transitions out of the unconscious state and recovers its ability to process complex sensory information and coordinate behavioral responses. General anesthesia causes a profound disruption of information processing across large-scale cortical ([@bib3]; [@bib44]; [@bib30]; [@bib41]; [@bib16]; [@bib59]) and thalamocortical networks ([@bib2]; [@bib13]; [@bib48]; [@bib51]; [@bib65]; [@bib1]; [@bib6]; [@bib22]), and suppression of arousal systems ([@bib46]; [@bib23]; [@bib10]), which then spontaneously reverts as the anesthetic drug clears. While several studies have characterized the transition in electrophysiological dynamics occurring at loss of consciousness during anesthetic inductions ([@bib25]; [@bib20]; [@bib19]; [@bib64]; [@bib41]), less is known about the dynamics that occur during emergence from general anesthesia and how they support recovery of a behaviorally responsive state ([@bib57]; [@bib31]; [@bib49]).

Electrophysiological evidence shows that many anesthetic-induced neurophysiological dynamics undergo relatively symmetric transitions: shifts in spectral power, spatial correlations, phase-amplitude coupling, and spike coherence that are observed during anesthetic induction gradually reverse as drug concentrations are lowered ([@bib9]; [@bib39]; [@bib57]; [@bib49]; [@bib66]). However, it is also clear that the process of emerging from anesthesia is not identical to anesthetic induction. Emergence occurs at lower anesthetic doses than induction ([@bib24]), and this hysteresis suggests that state-dependent processes also shape the transitions in and out of anesthesia. Behaviorally, some patients experience delirium, a transient state of agitation and confusion which can arise during emergence from anesthesia ([@bib53]), suggesting that distinct neural mechanisms may underlie emergence. EEG and local field potential recordings have suggested that the process of emergence may involve stepping through discrete dynamical states ([@bib40]; [@bib31]). Electrophysiological studies in rodents show that propofol-induced coherent alpha and delta oscillations, which appear to mediate the functional disruption of thalamus and cortex during anesthesia, recover in a spatiotemporal sequence during emergence that is different from induction ([@bib22]). These observations are consistent with a history-dependent process, in which the current brain state influences the process by which the next brain state is reached. However, a neurophysiological mechanism or network dynamic that is engaged selectively during emergence, rather than induction, is not known.

In addition to shifts in spontaneous neurophysiological dynamics, sensory processing is also strongly affected by induction and emergence from general anesthesia. Sensory-evoked potentials (event-related potentials, ERPs) index specific phases of cognitive information processing and can provide diagnostic measures of unconscious patients ([@bib8]; [@bib34]). Several studies of ERPs during anesthesia have shown that disruption of higher level cognitive processing is reflected by a reduction in amplitude of the mismatch negativity (MMN), potentials evoked by unexpected sensory input. The MMN declines in amplitude during induction of anesthesia ([@bib62]; [@bib28]), whereas lower-level responses such as the auditory steady-state response persist during sedation, and are abolished at deep anesthetic levels ([@bib55]). Cortical responses to direct stimulation using TMS are more spatially constrained and less complex during propofol-induced unconsciousness ([@bib60]), consistent with fragmentation of large-scale brain network activity during propofol anesthesia ([@bib41]). The propagation of sensory information through thalamocortical circuits is thus differentially affected at increasing doses of anesthesia, with higher-level, longer-latency responses extinguished at low drug levels and then further suppression of short-latency evoked activity at high drug levels.

At the deepest levels of anesthesia, when brain activity enters a state of 'burst suppression' alternating between periods of isoelectric silence (suppressions) and periods of high-amplitude activity (bursts), sensory stimuli can trigger the onset of a burst ([@bib27]; [@bib36]). It is therefore clear that external sensory input can still influence cortical activity during profound anesthesia. However, evoked responses during burst suppression are qualitatively different than those observed during normal sensory processing, as they typically manifest as a large-amplitude burst containing the spectral dynamics of the pre-bursting state ([@bib42]), rather than the distinct ERP waveform with classical components related to specific phases of cognitive information processing seen in the waking state. Sensory input during burst suppression thus appears to drive nonspecific cortical activity rather than effective processing of sensory information.

The neural dynamics supporting the brain's ability to spontaneously recover wakeful consciousness, regain sensory perception and resume complex cortical responses following the profound disruption caused by general anesthesia are not well understood. Late components of the ERP continue to be disrupted even after patients have recovered consciousness and early components have returned to baseline ([@bib56]; [@bib35]), suggesting that emergence represents a graded and prolonged return to the normal awake state rather than a simple reversal of anesthesia induction. It is still unclear what ongoing brain dynamics contribute to altered sensory processing during emergence from anesthesia.

Here, we use two independent datasets − intracranial recordings from patients emerging from anesthesia after surgery, and high-density EEG recordings from a study of emergence in healthy volunteers under controlled laboratory conditions − to provide a multiscale analysis of neural dynamics during emergence from anesthesia. By defining the trajectory of changes in ongoing neural dynamics and sensory evoked responses during the process of emergence, we identify a new transitional brain state that occurs just before emergence from anesthesia. This state is marked by stimulus-evoked cortical down states that resemble the K-complexes which are hallmarks of stage two non-rapid eye movement (N2) sleep. However, its spontaneous dynamics qualitatively differ from sleep. We show that this state occurs primarily in the minutes prior to awakening, identifying a novel transitional brain state that is selective to anesthetic emergence.

Results {#s2}
=======

We analyzed intracranial recordings from 12 patients (13 sessions) with intractable epilepsy during emergence from propofol general anesthesia. Subjects were implanted with subdural electrocorticography (ECoG) and/or penetrating depth electrodes (1095 total electrodes). Emergence recordings took place immediately after completion of clinically indicated surgery to implant intracranial electrodes. Recordings began during maintenance of anesthesia through the clinical infusion of propofol ([Figure 1a](#fig1){ref-type="fig"}), and continued after the infusion was stopped as the patient emerged from anesthesia and regained consciousness. In 8 of these subjects, recordings were also obtained during a gradual anesthetic induction when patients returned for a second surgery 1--3 weeks later. We presented auditory stimuli every \~3--6 s throughout the emergence period, allowing us to assess cortical reactivity to sensory stimuli as drug levels declined. Auditory stimuli consisted of either click trains at 40 Hz in one ear and 84 Hz in the other (2 s duration), non-verbal sounds, or spoken words (see Materials and methods).

![Auditory stimuli can evoke large, slow, asymmetric events during emergence from general anesthesia.\
(**A**) Schematic of experimental procedures for intracranial study. (**B**) Example trace from a single subject shows that a subset of auditory trials induce large evoked potentials. Data were lowpass filtered at 40 Hz and downsampled to 100 Hz for display. (**C**) Zoomed-in view of one event, with gray box highlighting region in zoomed-out view. (**D**) Median of events within 2 s of stimulus onset across all subjects, including all channels with at least five event trials (n = 190 channels). Shaded region is quartiles. Sign has been flipped to be negative across all channels. (**E**) Mean waveform in channel with the most events for an example subject, aligned to the event peak (n = 38 events). Shaded region is standard error. (**F**) Mean waveform aligned to peak across all subjects and mean gamma power during the event (n = 13 sessions, 13 channels, 1339 events). Shaded region is standard error. (**G**) Normalized spectrogram of high frequencies in same subject and channel as panel E, shows large drop in gamma power during events detected in individual subjects. Gray bar placed around frequency range with 60 Hz line noise.\
10.7554/eLife.33250.005Figure 1---source data 1.Mean processed LPs for each intracranial subject during emergence.](elife-33250-fig1){#fig1}

Auditory stimuli can induce large-amplitude evoked potentials during emergence {#s2-1}
------------------------------------------------------------------------------

During emergence from general anesthesia, we observed that in a subset of trials, auditory stimuli elicited a large (\>100 µV) and slow (duration \>1 s) evoked potential ([Figure 1b,c](#fig1){ref-type="fig"}) across many electrodes. We developed an automatic detection algorithm to identify these events, which we termed large potentials (LP). LPs were defined as events of \>400 µV amplitude lasting \>400 ms (see Materials and methods for additional details). We chose these thresholds to conservatively detect only large events while ignoring small or ambiguous LP-like events. 16% of electrodes (n = 1095 electrodes) exhibited at least five events using this detector. This number included electrodes from every patient, as at least two electrodes with ≥ 5 LPs were detected in each emergence session. To characterize the relationship between these events and the auditory stimulation, we analyzed all trials on which an LP occurred within two seconds of stimulus onset. The mean stimulus-triggered event on each electrode ([Figure 1d](#fig1){ref-type="fig"}) had a median peak amplitude of 236 µV (quartile range (QR): 183--295), a value that was lower than the detection threshold due to averaging together events with slightly different peak times. The peak of the mean stimulus-triggered event occurred 1.01 s (QR:0.7--1.38) after stimulus onset, and lasted 0.28 s (full-width at half max; QR: 0.05--0.47), a waveform that was far slower and larger in amplitude than typical auditory-evoked responses in the awake state. The LPs thus rank among the largest electrophysiological signals observed in human cortex, indicating synchronization of electrical signaling among a substantial fraction of the local neuronal population.

The average stimulus-aligned waveform across patients can be temporally blurred due to differences in timing across subjects and electrode locations. To more precisely assess the amplitude and waveform of these events, we selected the electrode with the most events in each subject, and analyzed the mean waveform of all detected events aligned to their peak. The peak-aligned events on these electrodes were larger (median amplitude = 550 µV) and had an asymmetric morphology ([Figure 1c, d, e](#fig1){ref-type="fig"}), with a sharper onset than offset (mean rise = 165 ms, mean fall = 285 ms, 95% confidence interval (CI) for difference=\[84 156\] ms, bootstrap; p=0.0002, Wilcoxon signed-rank test) and large post-peak rebound. Aligning to stimulus onset thus confirmed these events were auditory-evoked, whereas analyses aligning to the peak demonstrated that the waveform of the events was large and asymmetric, with substantial variability in exact time-to-peak.

The large, slow, and asymmetric waveform of the LPs resembles K-complexes (KCs), a characteristic electrophysiological graphoelement that occurs spontaneously or following sensory stimulation during stage two non-rapid eye movement (NREM) sleep ([@bib45]; [@bib15]; [@bib26]). The KC corresponds to a cortical DOWN state ([@bib11]), in which local neuronal firing is suppressed. To test whether LPs mark a similar cortical dynamic, we analyzed high-frequency power in the LFP, which is correlated with local spike rates ([@bib58]), during all detected LPs. We selected the electrode with the most LPs in each subject and computed the peak-triggered power, and found that LPs correlated with a strong reduction in broadband gamma-range (40--100 Hz) power (−1.29 dB, CI=\[−0.4--2.5\], bootstrap; p=0.04, Wilcoxon signed-rank test, [Figure 1f,g](#fig1){ref-type="fig"}), suggesting they too represent a DOWN state with suppression of neural activity. This peak-locked analysis included both stimulus-evoked and spontaneous events. A substantial proportion (28%) of detected LPs appeared to occur spontaneously, as they were not preceded by an experimental stimulus within 2 s, although other auditory input present in the clinical environment may have contributed to their generation. When the spectral analysis was instead performed relative to the onset of the auditory stimulus, including only trials where LPs appeared within 2 s of a stimulus, we found that this decrease in high-frequency power reached a minimum at 1.3 s post-stimulus, suggesting that the auditory-evoked potentials were also associated with prolonged suppression of neuronal activity. This slow timecourse is also similar to the timing of auditory-evoked KCs during sleep ([@bib14]).

Large evoked potentials involve a spatially distributed frontotemporal network {#s2-2}
------------------------------------------------------------------------------

Intracranial recordings provide precise, millimetre-scale spatial resolution, enabling mapping of the cortical sources of LPs. We measured the amplitude of the mean stimulus-evoked response across all electrodes, on trials that evoked an LP in at least one electrode. We aligned mean responses to stimulus onset, to allow consistent comparisons across channels that could exhibit different peak times. Most subjects exhibited LPs on multiple electrodes, with amplitude of the evoked potential varying widely across regions ([Figure 2a](#fig2){ref-type="fig"}). However, many electrodes exhibited no sign of an LP despite showing ongoing local electrophysiological activity, indicating that these were not global cortical events. The percentage of grid and strip electrodes with at least five detected LPs was highest in frontal and temporal cortex (39% of frontal electrodes, 36% of temporal electrodes, [Figure 2b](#fig2){ref-type="fig"}), which had significantly higher proportions than the mean rate (26%, CI=\[24 29\], p\<0.05, Bonferroni corrected binomial test). Fewer parietal electrodes exhibited detectable LPs (11%). We also found that LPs were recorded on 35 of the 129 depth electrodes placed in gray matter (27%), including on deep contacts placed in hippocampus. The peak timing and morphology of the evoked potential varied across space within individuals ([Figure 2c](#fig2){ref-type="fig"}). Overall, our intracranial recordings suggest that LPs were restricted to a specific frontotemporal network of cortical regions rather than a globally coherent slow wave.

![Spatial distribution of the large evoked potential.\
(**A**) Example surface reconstruction of a single subject, where color indicates absolute value of the amplitude of the mean potential over all 'event trials'. (**B**) Number of electrodes exhibiting LP occurrence across regions (excluding white matter and regions with \<= 5 electrodes). Stars indicate regions with significantly higher proportions of high-LP channels than the mean rate (alpha = 0.05, Bonferroni corrected). (**C**) Timecourse of the mean stimulus-evoked potential across a grid of electrodes in Patient seven shows that evoked potentials can occur on a large number of channels (black dashed line shows time of stimulus onset).](elife-33250-fig2){#fig2}

Sensory-evoked LPs occur during a time-limited transitional state {#s2-3}
-----------------------------------------------------------------

To determine the timecourse of the stimulus-evoked LPs, we computed sliding window measures of the mean evoked response over time, including all trials, on the electrode for each subject that exhibited the most LPs. The LPs were primarily observed after propofol was turned off but before the patient exhibited signs of recovery ([Figure 3a,b](#fig3){ref-type="fig"}). This effect was seen in the mean amplitude of the ERP over time: the normalized ERP amplitude increased across subjects in the \~300 s prior to the first behavioral sign of emergence, and subsided again thereafter ([Figure 3c](#fig3){ref-type="fig"}). In the eight patients who had recordings in both induction and emergence, we analyzed the mean ERP amplitude relative to behavioral state changes and found that the LPs occurred predominantly during emergence, particularly in the pre-return of consciousness (pre-ROC) period, and not during induction ([Figure 3d](#fig3){ref-type="fig"}). Since our induction used a gradual infusion ([Figure 1a](#fig1){ref-type="fig"}), patients were guaranteed to pass through a plasma concentration level during induction that matched their level at emergence, demonstrating this transient state was selective to the process of emergence rather than only a particular dosage level.

![Large evoked potentials occur during a brief transitional state.\
(**A**) Evoked potentials in a patient with a long emergence recording, shows that LPs appear as the propofol concentration declines, and then subside shortly after the patient\'s first spontaneous movement (seen at \~2200--2900 s). Z-scored ERPs averaged in sliding window of 60 s every 15 s. Gray shading covers window with insufficient (\<8) events for averaging. (**B**) Normalized evoked potentials in a patient with both an emergence and an induction recording. The pattern is asymmetric, with stimulus-locked LPs occurring only during emergence. Z-score shows mean ERP normalized to the pre-stimulus baseline in each time window. This patient was under light anesthesia at the end of surgery and LPs appeared even before the propofol infusion was turned off. (**C**) Amplitude of the peak ERP across all subjects, locked to ROC (movement onset) and normalized to pre-stimulus baseline. Evoked potential amplitude across all subjects peaks in the 400 s prior to ROC, and then returns to baseline after ROC, indicating that LPs mostly occur in the minutes preceding ROC. As a control, the peak pre-stimulus baseline z-score across subjects is plotted in black, with gray shading indicating its mean value ±3\*st.dev. over time. (**D**) Boxplot of absolute value of mean ERP amplitude at 0.5--1 s post-stimulus in the eight subjects with both induction and emergence recordings. ERPs are small at baseline, sedation, and post-LOC. They are largest in the bin after propofol is turned off and before ROC. (**E**) Mean spectra across patients within the same 3 min time bins, red bars indicate frequency bands with significant difference (p\<0.05, bootstrap). The post-ROC state has greater low-frequency (\<2 Hz), alpha/beta (\~10--24 Hz) and gamma (\~30--50 Hz) power than the awake pre-anesthesia baseline (n = 7 subjects). (**F**) Same, demonstrates a broadband increase in power above 10 Hz in the emerging state, relative to immediately after LOC during induction (n = 8 subjects). Red bars indicate significant differences at p\<0.05 (bootstrap).\
10.7554/eLife.33250.008Figure 3---source data 1.Mean amplitudes of the ERP for each intracranial subject across conditions.](elife-33250-fig3){#fig3}

To test what ongoing dynamics accompanied this transitional LP state, we analyzed spectral content within each epoch. We found that the dynamics during emergence were substantially different from induction, exhibiting significantly greater low-frequency (\<2 Hz) and alpha power even after awakening ([Figure 3e](#fig3){ref-type="fig"}). Comparing the three minutes immediately after behaviorally defined loss of consciousness (LOC) during induction, and the three minutes immediately prior to return of consciousness (ROC), a smaller but otherwise similar power difference was evident ([Figure 3f](#fig3){ref-type="fig"}).

Evoked LPs detected in scalp EEG reveal asymmetric induction and emergence dynamics {#s2-4}
-----------------------------------------------------------------------------------

While the intracranial recordings suggested asymmetry between induction and emergence, due to time constraints in the operating room we were not able to measure intracranially over prolonged periods. To test these dynamics in a more controlled setting and in a population of healthy subjects, we next analyzed scalp EEG data recorded during a stepped infusion of propofol in healthy volunteers ([@bib57]; [@bib49]), during presentation of auditory stimuli that were click trains, words, and the subject\'s own name. This stepped infusion protocol induced slow changes in propofol concentration and behavioral responses ([Figure 4a,b](#fig4){ref-type="fig"}). The steady-state auditory evoked potential to the auditory click train stimuli also declined, quantified as the induced power at 40 Hz, corresponding to the click frequency ([Figure 4c](#fig4){ref-type="fig"}). To confirm this decrease was selective to the auditory-evoked band rather than broadband, we also analyzed power at a \'control\' frequency of 22 Hz (i.e., not the stimulus frequency) and found no change. We next examined the traces and found that large evoked potentials were clearly visible during emergence after large-amplitude slow oscillations subside ([Figure 4d,e,f](#fig4){ref-type="fig"}).

![Large evoked potentials can be detected during emergence in scalp EEG recordings.\
(**A**) Experimental design for scalp EEG volunteer study: target propofol plasma concentration increased and decreased as a controlled step function. (**B**) Behavioural response rate in one subject shows times of loss of consciousness (LOC) and recovery of consciousness (ROC). (**C**) Steady state auditory evoked potential (SSAEP) at lateral electrodes to the click train stimulus (repetition rate 40 Hz, red) declines during propofol general anesthesia; the control frequency (22 Hz) shows no SSAEP. (**D**) EEG at a central electrode over the entire recording shows high-amplitude, low-frequency power during the anesthetized period. Prior to ROC (around 120 min, marker 4), large unipolar negative potentials are observed (arrow). (**E**) Stimulus-triggered average exhibits large, slow potentials prior to return to the awake state, but not during induction or during maintenance. (**F**) Example records from the epochs marked in panel D show that sensory-evoked LPs in the scalp EEG occur during emergence (4), but not pre-anesthesia baseline (1), pre-LOC (2) or profound unconsciousness (3). (**G**) Median of events in a central channel occurring during ROC following click stimuli. Shaded region is interquartile range. (**H**) Timecourse of ERP amplitudes in the same individual subject: boxplot indicates variability of mean ERP amplitude across individual trials. LPs selectively appear during emergence, and are evoked by the infrequent word and name stimuli (orange, green), but not by the frequent noise bursts (black). Stars indicate significance at p\<0.01 with Wilcoxon signed-rank test. This subject exhibits a slow emergence with LPs appearing around and after the initial onset of ROC. (**I**) Boxplot of absolute value of mean ERP amplitude across all subjects estimated within 5 min windows during each epoch. Colored points show individual subjects.\
10.7554/eLife.33250.011Figure 4---source data 1.Mean ERP for each EEG subject (baseline).\
10.7554/eLife.33250.012Figure 4---source data 2.Mean ERP for each EEG subject (post LOC).\
10.7554/eLife.33250.013Figure 4---source data 3.Mean ERP for each EEG subject (post ROC).\
10.7554/eLife.33250.014Figure 4---source data 4.Mean ERP for each EEG subject (pre ROC).](elife-33250-fig4){#fig4}

To apply the same LP detector, we focused on a frontal EEG electrode, as frontal electrodes had high LP rates in our intracranial data ([Figure 2b](#fig2){ref-type="fig"}) and did not exhibit the large auditory-evoked potentials of the temporal electrodes. We detected stimulus-evoked LPs (peak \>7 s.d., [Figure 4](#fig4){ref-type="fig"}) during emergence from propofol anesthesia in 4 out of 10 subjects, despite the lower spatial resolution of the scalp recordings ([Figure 4e,f,g](#fig4){ref-type="fig"}). If the detection threshold was lowered (peak \>5 s.d.), we could also observe brief traces of similar events in the induction period in 3 of the 10 subjects. However, these periods were brief and infrequent ([Figure 4e](#fig4){ref-type="fig"}), suggesting that this brain state occurs primarily (but not exclusively) during emergence ([Figure 4---figure supplement 1](#fig4s1){ref-type="fig"}). While we detected these events in a frontal electrode, LP events were observed broadly across the scalp ([Figure 4---figure supplement 1](#fig4s1){ref-type="fig"}), consistent with the widespread spatial profiles we observed in the intracranial data. These results in healthy volunteers confirmed that the LPs were not related to epileptic events in the patients. Furthermore, they show that LPs occurred primarily during emergence ([Figure 4h,i](#fig4){ref-type="fig"}, fig. supp. 1) even in these experiments with a prolonged induction period, lasting more than twice as long as the emergence period.

In these subjects, the LPs were also found to be stimulus-selective: they occurred preferentially in response to the sound of words and names, and did not occur following click-train stimuli ([Figure 4h](#fig4){ref-type="fig"}, [Figure 4---figure supplement 1](#fig4s1){ref-type="fig"}). In contrast, no such stimulus selectivity was observed in the intracranial patients, as each stimulus type could elicit LPs (in the channel with the most events in each subject, LPs occurred within 2 s of 21% of word stimuli; 20% of sounds stimuli; 22% of click-train stimuli). A key difference between these two datasets was the relative frequency of the name and word stimulus categories, which were infrequent (20% names/words, 80% clicks) in the scalp data but were evenly distributed in the intracranial data (30% words, 40% clicks, 30% sounds). The increased saliency of an infrequent stimulus may thus increase the probability of an LP, similar to reports for KCs during sleep ([@bib14]).

We observed LPs for a prolonged period that could extend after the initial ROC in the scalp EEG dataset ([Figure 4h,i](#fig4){ref-type="fig"}, [Figure 4---figure supplement 1](#fig4s1){ref-type="fig"}), whereas LPs were only present before ROC in the intracranial dataset ([Figure 3d](#fig3){ref-type="fig"}, [Figure 4---figure supplement 1](#fig4s1){ref-type="fig"}). This difference likely reflects the differences in arousal state across these two datasets: in the intracranial study, the drug was completely shut off and patients emerged rapidly as drug levels monotonically decreased. In contrast, in the scalp EEG dataset, the propofol levels were lowered in a gradual, stepped fashion ([Figure 4a](#fig4){ref-type="fig"}), leading to a prolonged emergence period over tens of minutes. These large LPs therefore may be present not only in the minutes prior to any sign of ROC, but may continue through emergence until a relatively heightened arousal state is reached.

Evoked responses strongly resemble spontaneous K-complexes during sleep {#s2-5}
-----------------------------------------------------------------------

Although the LPs shared some properties with the spontaneous KCs that occur during N2 sleep, the propofol emergence period could be expected to also exhibit significant differences from natural sleep. To test the similarity between events during sleep and during emergence, we obtained intracranial recordings during sleep from a subset of the patients (n = 3 patients). To compare the LPs detected during propofol with the spontaneous KCs during sleep, we first verified that the automatic detection algorithm could identify events in the sleep datasets. We found that 64% of manually identified KCs were also flagged by the automatic detector, suggesting this approach could be used to quantitatively compare the two phenomena within this patient cohort (although the high number of misses, 36%, suggests it should not be employed as a KC detector for more general purposes).

The LPs recorded during emergence and the sleep KCs shared an overall profile of large (\>100 µV) and slow (\~1 s) waveforms ([Figure 5a](#fig5){ref-type="fig"}). No significant difference in median amplitude was seen between the propofol and sleep datasets (grouped median in sleep = 644 µV (CI=\[630 673\]), propofol = 647 µV (CI=\[623 665\]), bootstrap; p=0.59, Wilcoxon rank-sum test), and the distributions of event amplitudes shared a high degree of overlap ([Figure 5b](#fig5){ref-type="fig"}).

![The events observed during propofol emergence resemble K-complexes seen during natural sleep.\
(**A**) Example traces of automatically detected events on a single channel during propofol emergence and during sleep in the same subject. (**B**) Distribution of absolute value of event amplitudes in emergence and in sleep. Waveform distributions are very similar across the two datasets. (**C**) The amplitude of the mean event on individual channels is highly consistent across sleep and emergence; large values are the channels with large LPs. Channels with large LPs consistently also show large KCs; channels with no LPs (near-zero amplitudes) do not have large KCs during sleep. In each patient, the spatial profile of events is highly consistent across sleep and emergence. (**D**) Timeseries across eight grid channels during emergence and during sleep demonstrates that the LPs typically occur on the same channels and with the same polarity as the KCs seen in natural sleep. Red stars indicate events detected on multiple channels; black arrows show timing of auditory stimuli.\
10.7554/eLife.33250.017Figure 5---source data 1.Channelwise peak amplitudes (Patient 1).\
10.7554/eLife.33250.018Figure 5---source data 2.Channelwise peak amplitudes (Patient 8).\
10.7554/eLife.33250.019Figure 5---source data 3.Channelwise peak amplitudes (Patient 12).](elife-33250-fig5){#fig5}

The spatial distribution of sleep KCs also appeared very similar to that seen during emergence from propofol anesthesia ([Figure 5c,d](#fig5){ref-type="fig"}). To test this spatial similarity, we computed the mean event waveform across all electrodes, triggered on the peak of each event detected in a single electrode with a large number of events in both the sleep and propofol recordings. We found that the mean event amplitude across electrodes was significantly correlated when comparing sleep and propofol (R = 0.92,0.62,0.71, for the three patients, [Figure 5c](#fig5){ref-type="fig"}, [Figure 5---figure supplement 1](#fig5s1){ref-type="fig"}), meaning that electrodes with large KCs were likely to also exhibit large LPs during emergence. Overall, the shared waveform, spatial distribution, and timing of these events suggest that the LPs observed during propofol emergence may engage the circuit mechanisms that generate KCs during natural sleep.

Given the resemblance of the LPs to KCs, we next tested whether ongoing spectral dynamics within the LP period resembled N2 sleep. We computed the power spectrum during a manually selected period exhibiting LPs during emergence, and compared these to segments of sleep recordings manually identified as N2 sleep. We found substantial differences in these spectra, with propofol emergence exhibiting more power across a broad frequency range of 10 to 40 Hz throughout all recorded cortical regions ([Figure 6](#fig6){ref-type="fig"}, median difference = 5.6 dB, CI=\[3.9 6.1\], bootstrap; p\<0.001 in each subject, Wilcoxon signed-rank test). In addition, the sleep spectra exhibited clear spindle power (10--14 Hz) peaks across cortical regions, whereas the emergence spectra exhibited either no peak or a spatially restricted frontal alpha (\~10 Hz) peak characteristic of deep propofol anesthesia ([Figure 6c](#fig6){ref-type="fig"}). These results demonstrate that while some common neurophysiological events can be observed in stage two sleep and in this transient emergence period, emergence is a distinct brain state that is not identical to sleep.

![Ongoing electrophysiological dynamics differ between sleep and emergence.\
(**A**) Example spectrum from a single channel: emergence is associated with stronger broadband power at frequencies \>10 Hz than N2 sleep. (**B**) Difference in 10--40 Hz power across all electrodes in emergence (E) vs. N2 sleep (S), categorized by anatomical location: power is significantly lower across all electrodes during sleep in each subject (p\<0.001, signed-rank test). (**C**) Spatial profile of dynamics in a single patient categorized by spatial location: while alpha and spindle dynamics vary spatially, 10--40 Hz power is elevated during emergence across a broad cortical region.](elife-33250-fig6){#fig6}

Discussion {#s3}
==========

Using both intracranial ECoG and scalp EEG recordings, we found that emergence from general anesthesia is accompanied by a transient state in which auditory stimuli can evoke large potentials (LPs) corresponding to all-or-none cortical suppressions lasting several hundred milliseconds. LPs strongly resemble the K-complexes observed in N2 sleep, although the neural dynamics of emergence from general anesthesia nevertheless represent a distinct state. This state appeared primarily during emergence and foreshadowed the return of behavioral responsiveness, suggesting it represents a distinct brain state through which patients transition as they recover consciousness. Our data indicate that the brain's response to propofol is hysteretic, such that the current state is determined not only by the drug concentration but also by the recent history of the brain's activation.

The brain state we observed appears to be distinct from the sedated state experienced by patients during slow anesthetic induction, as it was exclusively observed during emergence and not induction of general anesthesia in the intracranial recordings. A small number of LPs were detected during induction of anesthesia in a subset of subjects over the course of extremely long (\>1 hr) inductions in the scalp EEG dataset, but these were rare and vastly outnumbered by the more frequent LPs occurring during emergence. In addition, a previous intracranial study of slow (\~1 hr) inductions of propofol general anesthesia did not report analogous events ([@bib52]), suggesting this phenomenon is primarily a signature of emergence. We also found that this transitional state is not identical to sleep: comparing neural dynamics during sleep and emergence from general anesthesia in the same subjects identified substantial differences in the power spectrum. The frontal alpha rhythm characteristic of propofol anesthesia is still present during emergence ([@bib20]; [@bib50]; [@bib57]), but not during N2 sleep, indicating these are distinct brain states. Spontaneous alpha rhythms during propofol are thought to be generated by increased inhibitory tone in thalamic circuits, causing an intrinsic \~10 Hz dynamic to emerge ([@bib13]). These alpha rhythms are still present during the LPs, suggesting the thalamus may be exhibiting an altered excitatory/inhibitory balance as compared to sleep. However, despite the difference in spontaneous dynamics, the LP events themselves share many common properties with sleep, exhibiting highly similar waveforms and spatial profiles. In addition, LPs occurred at higher rates in response to more salient stimuli. A similar effect has also been found in sleep, as salient stimuli (such as rare stimuli or the subject's own name) produce larger KC peaks during sleep ([@bib14]; [@bib54]). These events may therefore reflect an analogous effect of arousing stimuli in sleep and emergence, which could conceivably be related to some similarity in circuit state, such as ongoing tonic vs. bursting dynamics in thalamus. The common morphology of the LPs we observe during emergence and the KCs characteristic of sleep suggest that similar circuit mechanisms are engaged by auditory stimuli despite differences in the ongoing spontaneous dynamics.

There is evidence that neuromodulatory arousal systems mediate emergence from general anesthesia, distinct from induction. Disruption of orexinergic signaling increases the time required for emergence from anesthesia, but does not change the dose-response sensitivity for induction ([@bib33]). Coherent alpha (8--12 Hz) and delta (1--4 Hz) oscillations develop rapidly and pervasively across medial prefrontal cortex and thalamus at loss of consciousness induced by propofol, and likely mediate the functional disruption of these areas, contributing to the state of unconsciousness ([@bib22]). During emergence, these oscillations dissipate in a sequence distinct from induction, beginning with superficial cortical layers and medial and intralaminar thalamic nuclei, following known cortical and thalamic projection patterns for dopaminergic and cholinergic signaling ([@bib22]). Neuromodulatory activity during emergence could therefore create unique cortical and thalamic circuit states that enable LP responses to sensory stimulation. Given the similarity between LPs under anesthesia and sleep K-complexes, similar mechanisms might also play a role in modulating levels of arousal during sleep.

The LPs we observe are qualitatively different from the ongoing slow oscillations that occur during deep anesthesia ([@bib63]; [@bib9]; [@bib50]; [@bib41]). LPs occur after the ongoing slow oscillation has largely subsided and reflect an isolated cortical DOWN state elicited by auditory stimulation, rather than a rhythmic cortical dynamic. However, the occurrence of LPs increases power in the same low-frequency bands of the spectrum that are occupied by the slow oscillation. Future studies may therefore need to take care that their analyses differentiate between these two distinct states, as increased low-frequency power may indicate isolated LP occurrence and foreshadow awakening, and will be important to distinguish from the slow oscillations of deep anesthesia.

While the LPs were strikingly large, they may have been obscured in previous studies due to the brief and transient nature of the state in which they occur. In addition, we observed substantial heterogeneity across patients in terms of the frequency and timing of the LPs. In the intracranial data this heterogeneity may be partially explained by variation in electrode location, the duration and complexity of the surgery, and dosage of clinical medications administered to each patient. In the scalp EEG data, however, drug levels were controlled and no surgery was performed, yet heterogeneity across subjects was still present. This heterogeneity is also consistent with clinical observations, as patients are much more variable in how long they take to emerge than they are in induction. Following anesthetic emergence, patients exhibit variable levels of arousal, with some patients taking hours to return to alertness ([@bib37]). While animal studies have reported stereotyped transitions between states ([@bib31]), possibly due to increased experimental control and genetic similarity between individual animals, human studies have suggested that individuals may exhibit different trajectories during emergence from anesthesia ([@bib29]), and undergo different transitions between distinct, potentially sleep-like states ([@bib12]). This variability may reflect individual differences in arousal regulatory circuits or even in drug diffusion rates across the brain. It may also be that some patients pass through the transient stage too quickly for it to be identified using our analyses. Another possibility is individual physiological differences, such as receptor density or vascular properties, could modulate the relative rate of drug clearance in cortex and subcortex, and that only some individuals may experience this state. However, since these events were detected in all the intracranial patients we studied, it may be that the transient state occurs in most patients but is more challenging to detect in scalp EEG due to blurring of signals measured at the scalp. In addition, the healthy volunteers received a smaller total amount of propofol than the clinical patients, and may therefore have been more likely to emerge too rapidly to detect this brief state.

The precise circuit mechanisms that generate the LP phenomenon are not clear, and will be challenging to identify with certainty using data from human subjects. However, we suggest that the sleep K-complex may share some mechanistic parallels with the LPs observed here. The KC is an isolated cortical DOWN state ([@bib11]) and is likely to also involve thalamic circuits ([@bib32]; [@bib47]). While previous animal studies have identified spontaneous KCs during maintenance of ketamine-xylazine anesthesia ([@bib4]), these occurred as part of an ongoing slow oscillation rather than the isolated auditory-evoked events seen here and during N2 sleep. Moreover, those events were not selective to anesthetic emergence, suggesting they represent a different phenomenon. Stimulus-evoked potentials in animal studies have primarily reported stimulus-evoked responses with a faster timecourse than the LPs reported here ([@bib5]), perhaps reflecting a different phenomenon during relatively stable states of anesthesia in most animal studies, compared with dynamic changes during awakening. Future animal studies should therefore track the gradual process of emergence to identify the mechanisms of the isolated LPs identified here. One possible mechanism is that increased thalamic activation leads to strong stimulation of the thalamic reticular nucleus (TRN), leading to a thalamic and subsequent cortical suppression. This theory would be consistent with animal studies that have induced slow waves through stimulation of TRN and suppression of thalamocortical neurons ([@bib43]), and with human imaging studies demonstrating that emergence is associated with increased activity in subcortical arousal structures such as thalamus ([@bib38]). Alternatively, it may be that an inhibitory shift in the excitatory/inhibitory balance in cortex leads to a local profound suppression in response to sensory input, generating a local LP that can then spread across cortex or through corticothalamic projections. Future studies could explore these theories further through causal manipulations of cortical and thalamic activity during a gradual emergence process.

These future investigations could also address some limitations of the current study. As intracranial electrodes are placed solely based on clinical need, we did not obtain whole-brain coverage, and had no thalamic recordings. Animal studies could investigate more systematically the spatial profile of the observed LPs. In addition, due to the nature of our experiment taking place in the operating room, we were constrained in timing and could not record throughout a continuous induction, maintenance, and emergence. In addition, the induction and emergence recordings were not counterbalanced in time due to the ordering of implant and explant procedures. They could potentially exhibit small changes in electrode position and signal-to-noise-ratio. While our data suggest no major difference in recording quality that could explain the striking LPs we observe, and we observe the LPs in scalp EEG as well despite opposite temporal ordering, more subtle phenomena could depend on differences in the recordings across these sessions. Highly controlled volunteer studies, as in our scalp data, will therefore be useful counterparts to any future intracranial investigations of these phenomena. Finally, our patient sample was small due to the rare nature of these recordings, and therefore we could not examine how the heterogeneity of LP dynamics might relate to emergence time or other clinical outcomes. Gathering datasets in larger patient cohorts would be very valuable for investigating how these dynamics can inform patient monitoring and predict functional outcomes. In particular, the LP events could potentially be used to monitor depth of anesthesia or predict when a patient will emerge, or they may be found to relate to emergence-related clinical outcomes, such as delirium. Future clinical studies would be highly beneficial for investigating these questions.

In summary, we identified a transient brain state that occurs asymmetrically during emergence from general anesthesia. While deep states of anesthesia have been well characterized and exhibit stereotyped electrophysiological signatures, tracking transitions between states demonstrates the existence of transient and heterogeneous dynamics that occur selectively in the minutes before emergence. This state engages similar sensory-evoked circuit dynamics as in sleep, suggesting the brain may sometimes experience a sleep-like sensory blockade before recovering from general anesthesia.

Materials and methods {#s4}
=====================

Clinical setting {#s4-1}
----------------

Written informed consent was obtained from all patients and experimental procedures were approved by the Massachusetts General Hospital/Brigham and Women's Hospital Institutional Review Board. The enrolled patients had medically intractable epilepsy and underwent surgery to implant intracranial electrodes for clinical monitoring purposes ([Figure 1---figure supplement 1](#fig1s1){ref-type="fig"}). The location and number of electrodes implanted was determined by clinical criteria without regard to this study. Recordings were performed in the hospital operating room as the patients emerged from propofol general anesthesia. Recordings began after surgery was completed and while the clinical infusion of propofol was still running, and continued throughout the period after the infusion was stopped and patients emerged from anesthesia, until patients had to be disconnected for transport outside of the operating room. No seizures were recorded in these data. Patients received the typical clinical regimen of medication throughout the surgery (including paralytics and analgesics), and in most cases the maintenance infusion also included remifentanil. We acquired intracranial recordings from 15 patients during emergence. Data from two patients were excluded due to poor recording quality, and data from one patient was excluded due to failure of the auditory stimulus equipment. A second emergence recording was acquired from one patient with electrodes implanted in different locations, and this recording was treated as another subject in the analysis (total analyzed = 13 sessions, drawn from 12 individuals, five female, mean age 34.5 years, range 21--48 years). In four sessions, patients had only depth electrodes, and in nine sessions they had both subdural grid/strip and depth electrodes. Eight of these patients were also studied during gradual induction of general anesthesia when they returned 1--3 weeks later to undergo electrode removal surgery. In the induction recording, propofol was infused gradually using STANPUMP software with a target plasma concentration rising linearly over 10 min to a maximum of 6 µg/mL ([@bib61]).

Behavioral task -- Intracranial recordings {#s4-2}
------------------------------------------

Auditory stimuli were presented every 3.5--4.5 s with uniform temporal jittering (11 sessions) or every 6 s (two sessions) using EPrime software and air-tube earphones to avoid stimulus-related artifacts in the electrophysiology data. Stimuli consisted of either a click train with a frequency of 40 Hz in one ear and 84 Hz in the other, lasting 2 s; a non-verbal sound (e.g. door closing, alarm); or a spoken word. Stimulus types were pseudorandomized throughout the presentation. Words and sounds were of neutral or negative affect; these distinctions were not analyzed in detail here. During the induction of anesthesia prior to the start of the surgery, patients listened to the stimuli and were asked to press a button to indicate whether the stimulus was a word. During emergence, stimulus presentation began near the time that the propofol infusion was stopped, and continued until the patient became responsive. The total presentation duration was 20 min, and if the patient had not yet emerged at that time then the presentation was restarted. Only two patients began performing the task at emergence. Due to this behavioral observation, clinical staff also periodically (approximately every \~1--2 min) asked subjects to open their eyes. Return of behavioral responsiveness was marked manually using two definitions: the first spontaneous movement observed by research staff (labeled 'First movement'), and the time at which patients began responding to verbal requests to open their eyes or move their hands (labeled 'First response', defined as return of consciousness (ROC)). In 8 of these patients, the same behavioral task was used during induction of anesthesia 1--3 weeks later when patients returned for surgery to remove the intracranial electrodes. The task began 4 min prior to the start of the gradual propofol infusion and continued for 4 min after the target plasma level reached its maximum level.

Intracranial electrophysiology data {#s4-3}
-----------------------------------

During anesthetic induction and emergence, intracranial recordings were acquired from depth and/or subdural grid and strip electrodes, with placement selected solely by clinical staff for clinical purposes. Recordings were acquired with an XLTEK acquisition system at a 2000 Hz sampling rate. Bad electrodes were manually identified and excluded from further analysis. Depth and strip electrodes were re-referenced to a bipolar montage in which an adjacent contact was subtracted from each channel. Grid electrodes were referenced to a Laplacian montage by subtracting the mean of the immediately neighboring electrodes. Data were detrended, lowpass filtered below 200 Hz, downsampled to 500 Hz, and highpass filtered above 0.16 Hz.

Automated event detection {#s4-4}
-------------------------

The automated detector was designed to conservatively select events, missing some events but also reducing false positives. Since occasional large artifacts interfered with event detection, automatic detection of spontaneous events was restricted to the longest manually identified continuous segment with acceptable recording quality. All other timepoints were excluded from the automatic detection window. This approach was chosen due to the nature of the intracranial recording: we began recording as soon as possible, but clinical interaction with the patient at the beginning and end of the experiment, as well as connecting and disconnecting electrodes, led to very large artifacts at these timepoints whereas we obtained a long, stable recording during the emergence process. The median duration of this segment across patients was 650 s (inter-quartile range: 580--1410 s). This long segment typically still included some periods with noise, which were rejected automatically in further analyses as described below. Data were first filtered between 0.2--4 Hz. All positive and negative peaks with an amplitude of at least 400 µV were identified. The duration of this peak, defined as the amount of time spent over a threshold of 40 µV, was required to be at least 400 ms. Peaks with amplitude greater than 1200 µV were discarded as artifact, and events occurring within 500 ms of a previous event were discarded. All events within a single electrode were required to have the same polarity, selected as whichever polarity was most frequent across all automatically detected events, since the referencing montage allowed potentials to be either negative- or positive-going depending on local polarity and electrode positioning.

Event-locked analysis {#s4-5}
---------------------

Trials with a range (peak-trough difference) exceeding 1500 µV were discarded as artifact. Event trials were defined as those trials with an automatically detected event occurring within 2 s of stimulus onset. The mean of all event trials was computed for each electrode that had at least five event trials. Because different electrodes had different polarities, the sign for negative-going electrodes was flipped. The median and quartiles were then computed across the pool of all electrode waveforms (restricted to electrodes with at least five event trials) and all 12 patients. Analyses of individual waveforms (e.g. [Figure 2c](#fig2){ref-type="fig"}) selected the electrode with the most detected events in each patient. Rise times and fall times were computed on the mean waveform for each selected electrode, by calculating the amount of time it took to rise and fall from a threshold of 200 µV to the peak of the mean event waveform. Bootstrapped 95% confidence intervals were calculated by resampling across subjects with replacement 1000 times, and reporting the 2.5th and 97.5th percentile of the resulting distribution.

Spectral analysis {#s4-6}
-----------------

Spectrograms were computed using the electrode with the most LPs in each subject. Triggered spectrograms were computed relative to the peak of the LP waveform selected by the automatic detector. Spectral analysis was performed using multi-taper estimation (Chronux, <http://chronux.org>, \[[@bib7]\]). The analysis used three tapers and a sliding window of 200 ms duration every 50 ms. Spectrograms were normalized within frequencies to the mean power at that frequency between \[−2--1\] s prior to the peak. Broadband gamma power was computed by taking the mean power between 40 and 100 Hz, relative to the mean gamma power in the \[−2--1\] s window. Statistical analyses of gamma power were performed on the mean gamma power in the 300 milliseconds post-peak using the Wilcoxon signed-rank test. Spectra for ongoing spontaneous dynamics ([Figure 3](#fig3){ref-type="fig"}) used six 30 s epochs within a continuous 3 min time window, using 19 tapers. Spectra were downsampled by a factor of 4 for display. Statistical comparison between time windows was performed by a hierarchical bootstrap resampling procedure: (1) resample subjects; (2) resample epochs within subjects; (3) compute the mean spectrum for each time window on the resampled time windows; (4) calculate the difference between the two spectra. This procedure was repeated 1000 times to obtain 1000 bootstrap estimates of the difference in the spectra; differences outside the \[2.5,97.5\] percentile for more contiguous frequency points than the spectral resolution of the multitaper estimate were labelled as significant and marked in red. One subject was excluded from the post-ROC vs. awake baseline comparison because electrode quality became too poor (s.d. \>500 µV) after the patient emerged due to motion artifacts. Shaded error bars in the plot were computed in Chronux using jackknife estimation.

Spatial analysis of evoked potentials {#s4-7}
-------------------------------------

Because the automatic detector imposes an artificial threshold on amplitude for events, the spatial analysis was performed on the stimulus-evoked potential over all electrodes. This analysis included only trials that were identified as generating an LP on at least one electrode, and excluded any trials with amplitude above 1500 µV as noise. The peak amplitude of the mean evoked potential in each electrode was plotted in color on a 3D reconstruction of the cortical surface generated using Freesurfer ([@bib21]) and with grid and strip electrode coordinates registered to the surface of the brain ([@bib18]). To categorize the spatial location of electrodes, the nearest anatomical label from the Freesurfer automatic subcortical segmentation or cortical parcellation ([@bib17]) was assigned. Electrodes identified as being in white matter and electrodes in regions with fewer than five contacts (e.g., putamen, occipital cortex) were excluded from the spatial analysis. Statistical testing of which of the nine regions had significantly high proportions of electrodes with \>5 LPs was performed with a binomial test, comparing each region to the mean across regions, with a Bonferroni correction for multiple comparisons across regions. Displayed grid timecourses are lowpass filtered below 30 Hz and downsampled to 100 Hz for display.

Timecourse analysis {#s4-8}
-------------------

Sliding window plots over induction and emergence were calculated by averaging all trials within a window of 60 s sliding every 15 s. For z-score analysis ([Figure 3c](#fig3){ref-type="fig"}), the peak amplitude of the ERP was normalized to the standard deviation of the 1.5 s pre-stimulus, across each 60 s window, and the plots display the resulting z-scores. Calculations were only included when at least eight stimuli occurred within the window. When analyzing mean evoked amplitude across time windows ([Figure 3d](#fig3){ref-type="fig"}), a 3 min period for each window was defined, and the mean evoked response was computed. The mean amplitude in the 0.5--1.5 post-stimulus window was then computed for each subject. As before, one subject was excluded from the post-ROC condition because electrodes began to be disconnected and recording quality was not usable.

Sleep-intracranial comparison {#s4-9}
-----------------------------

Recordings of natural sleep were obtained for three of the intracranial recording patients during their hospital stay (after the emergence recording and prior to the induction recording). An experienced neurophysiologist (G.P.) scored the sleep data and manually labelled the onset and offset times of a subset of clearly visible KCs in the intracranial recordings for initial validation of the approach. Sleep data was acquired on a clinical system with a sampling rate of either 500 or 512 Hz. To match the propofol recording, the same reference electrodes were used for each electrode as in the emergence dataset, and then all electrodes were filtered between 0.16 Hz and 200 Hz. Any electrodes where the same reference electrodes were not available in both datasets were excluded. For analysis of median peak amplitude in individual events, electrodes with at least four events in each dataset were included. The histogram reflects all detected events on these electrodes, whereas the statistical test drew the same number of events from both the sleep and the propofol datasets for each subject. For bootstrap confidence interval estimation, data across subjects were pooled due to the small number of patients, and the bootstrap drew from datapoints pooled across the three patients. For comparison, within-subject statistics are also presented. To compare the spatial distribution of events across both datasets, event times were selected from a single electrode with at least 20 events in both datasets, and then the peak-triggered waveform across all electrodes was computed using these selected times. The mean value of the peak-triggered waveform between 100 ms pre-peak and 100 ms post-peak was calculated, and this mean event value was then compared across electrodes. Spectra were compared by identifying four 30 s windows of clean recordings with high LP rates in the emergence dataset, and randomly selecting four 30 s consecutive windows of N2 in the sleep dataset. Spectra were computed using Chronux with 19 tapers, downsampled by a factor of 4 for display, and error bars were computed with the jackknife method at p\<0.05.

Scalp EEG dataset {#s4-10}
-----------------

Scalp EEG analysis used data that was previously published ([@bib57]; [@bib49]) with full details provided in those publications. Briefly, healthy volunteers underwent monitoring with 64-channel EEG during a slow infusion of propofol, targeting a stepped increase from 0 to 5 µg/mL plasma concentration over one hour, and then a stepped decrease until the subjects recovered consciousness. Stimuli consisted of click trains (2 s duration), words, or the subject\'s own name, with stimulus type pseudorandomized throughout the experiment. 80% of the stimuli were click trains, 10% were words, and 10% were names. The LP analysis used a single frontal EEG electrode. For each stimulus presentation, we subtracted the mean and divided by the standard deviation during the 2 s pre-stimulus period. We then computed the maximum stimulus-evoked amplitude during the 1 s following stimulus presentation, and averaged these over 1 min windows.
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Data availability {#s7}
-----------------

The processed LPs for each intracranial subject during emergence (Figure 1), the mean amplitudes of the ERP for each subject across conditions (Figure 3), and the channelwise peak amplitudes for individual subjects (Figure 5) are provided. For Figure 2, the underlying data are fully represented in the figure. For the scalp EEG dataset, the processed ERPs for the displayed subject with LPs and the mean amplitudes of the ERP across subjects (Figure 4) have been uploaded. Software for event detection is available at <https://github.com/lauralewis/emergenceLPs> (copy archived at <https://github.com/elifesciences-publications/emergenceLPs>).
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Decision letter
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Saskia

Reviewing Editor

Columbia University College of Physicians and Surgeons

United States

In the interests of transparency, eLife includes the editorial decision letter and accompanying author responses. A lightly edited version of the letter sent to the authors after peer review is shown, indicating the most substantive concerns; minor comments are not usually included.

Thank you for submitting your article \"A transient cortical state with sleep-like sensory responses precedes emergence from general anesthesia in humans\" for consideration by *eLife*. Your article has been favorably evaluated by Michael Frank as the Senior Editor and Saskia Haegens as the Reviewing Editor. The following individuals involved in review of your submission have agreed to reveal their identity: Eelke Spaak and Jan Claassen.

The reviewers have discussed the reviews with one another and the Reviewing Editor has drafted this decision to help you prepare a revised submission.

Summary:

Lewis et al. recorded intracranial ECoG data from a group of surgical epilepsy patients during the induction of and emergence from propofol anesthesia. They identified a so-called \"large potential\" (LP) in the electrophysiological data, which they observed specifically during the emergence stage. LPs were observed primarily in response to auditory stimulation, but also spontaneously. LPs share clear spatial and temporal characteristics with K-complexes, as observed during stage 2 non-REM (N2) sleep. However, the spectral characteristics of emergence from propofol anesthesia and N2 sleep are quite distinct. Therefore, the authors identify emergence from anesthesia as a distinct brain state. Some of the findings were reproduced recording EEG in a separate sample of healthy controls undergoing controlled propofol anesthesia.

Essential revisions:

The reviewers believe this work interesting and the manuscript well-written; however, they raise a number of concerns that must be adequately addressed before the paper can be considered for publication in *eLife*.

First, some aspects of the experimental paradigm remain unclear:

1\) What was the duration of a single auditory stimulus? Also, please define the nature of the stimuli early on in the manuscript; now it is only explained during the results of the EEG participants. Furthermore, the paradigms differed between cases. Was the sequence of different stimuli (like words and tones) randomized or kept constant?

2\) It is entirely unclear why the 22-Hz stimulus in the EEG study should be considered a \"control\" stimulus (as opposed to the \"experimental\" 40-Hz stimulus). Also, the use of steady-state evoked potentials in general is not introduced anywhere in the text.

Furthermore, several questions were raised regarding the data acquisition:

3\) Of course by necessity, the recordings in patients were not counterbalanced in time, with up to 3 weeks in between, during which changes can have occurred (e.g. electrode position, impedance, SNR, etc.) which are otherwise unrelated to the experimental conditions but may have impacted the results. It would strengthen their claims if the authors could show some other measure that did not differ between these two time points, e.g. evoked response to the stimuli during wakefulness (or any other way to take away concerns about time-order effects here). Related, did the authors record any seizures pre or during the case?

4\) What was the impact of location of intracranial recording electrodes? Interpreting the significance of the LP observations is challenging with a small diverse patient cohort and an arbitrarily defined detector.

5\) Regarding the scalp EEG dataset, why was a single frontal electrode chosen for the LP analysis, as presumably most recordings in epilepsy patients actually used temporal lobe coverage? If the authors later conclude that frontal networks underlie the down states indicated by large LPs and decreased gamma why did they then not analyze the most frontal intracranial electrodes?

Critically, several questions and concerns were raised regarding the analysis procedure:

6\) What was the variability of the length of recording segments for automatic event detection? Why not take the entire recording and just reject artifact-contaminated parts?

7\) Please quantify the heterogeneity in LPs (onset/amplitude) locked to stimulus onset. Especially given the large fraction of LPs that did not appear stimulus-locked at all, it would be good to demonstrate that the majority of LPs *is* indeed related to the auditory stimuli. Related to this, the analyses and figures flip back and forth between time axes locked to event peaks (e.g. Figure 1E/F/G) and stimulus onsets (e.g. Figure 2). Please stick to one definition of the time axes, or clearly motivate different choices.

8\) Did lowering the threshold lead to observation of LP during emergence in more of the EEG subjects (subsection "Evoked LPs detected in scalp EEG reveal asymmetric induction and emergence dynamics", first paragraph) ? Also, please provide illustrations of individual and mean ERPs/LPs in the EEG study as well (i.e. analogous to Figures 1D/E/F), separately for different anesthesia epochs. Furthermore, source level analysis might help recover LPs in more EEG subjects, considering it would improve the spatial resolution.

9\) Although the authors demonstrate that LPs are not present during either induction of anesthesia or alert wakefulness, they provide no evidence that LPs are absent during anesthesia itself. Please quantify. (In fact, looking at Figure 3A, it appears that there are some relatively high-amplitude ERPs before the \'propofol off\' marker.)

10\) The authors report that their detector picked up 64% of manually identified K-complexes, but how many were missed? After running this on three patients they should not claim that this may be used as an automatic detector.

11\) The correlations between K-complex and LP amplitudes across channels (Figure 5D) appear to be largely driven by outliers for two out of the three patients (8 and 12). Please replot the scatter plots with the most extreme outliers removed, to get a more detailed view of the central cloud of points.

Finally, it would be helpful if the authors could expand on the interpretation and implication of their findings, highlighting the importance and novelty of their study:

12\) Is there any clinical relevance, can this be used as some sort of indicator? Was there a correlation with the LP measure (difference across subjects) and other perhaps behavioral measures? Did length/number/strength of LP occurrence correlate with speed of anesthesia recovery, for instance?

13\) The authors suggest that this is completely novel, however, they do not cite rather older papers that described the same phenomenon during sleep (Perrin et al., 1999: \"A differential brain response to the subject\'s own name persists during sleep\").

14\) What is the relation between on the one hand alpha and LP, and on the other hand the inhibitory nature of the LPs (considering that alpha is also thought to have an inhibitory function). Is there a direct mechanistic link between the two? What is the causal order of events here?

\[Editors\' note: further revisions were requested prior to acceptance, as described below.\]

Thank you for resubmitting your work entitled \"A transient cortical state with sleep-like sensory responses precedes emergence from general anesthesia in humans\" for further consideration at *eLife*. Your revised article has been favorably evaluated by Michael Frank (Senior Editor), a Reviewing Editor, and one reviewer.

The manuscript has been substantially improved but there are some remaining issues that need to be addressed before acceptance, as outlined below:

1\) In Figure 4H, it appears as though LPs are most prominent in scalp EEG post-ROC (ROC+20), whereas in Figure 4I, the peri-ROC bar appears the highest. For the intracranial data, it was clearly the pre-ROC period that shows the strongest LPs (Figure 3D). The authors don\'t reflect on this difference.

2\) It should be noted that Figures 4H/4I/3D all appear to quantify the same thing (LP magnitude of some sort), but the exact quantity which the authors chose to plot differs (max/mean/median amplitude). As I pointed out in my original review, it would be good to unify units as much as possible among plots.
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Author response

> Essential revisions:
>
> The reviewers believe this work interesting and the manuscript well-written; however, they raise a number of concerns that must be adequately addressed before the paper can be considered for publication in eLife.
>
> First, some aspects of the experimental paradigm remain unclear:
>
> 1\) What was the duration of a single auditory stimulus? Also, please define the nature of the stimuli early on in the manuscript; now it is only explained during the results of the EEG participants. Furthermore, the paradigms differed between cases. Was the sequence of different stimuli (like words and tones) randomized or kept constant?

We have now added more description of the stimulus paradigm to the Results (first paragraph and subsection "Evoked LPs detected in scalp EEG reveal asymmetric induction and emergence dynamics", first paragraph). The click train stimuli used in both the intracranial and EEG paradigms were of 2 s duration (we have added this to Materials and methods,). For the other categories of auditory stimuli (names, words, sounds), the duration varied for each stimulus since the stimuli were heterogeneous (e.g. different word lengths). The sequence of stimuli was pseudorandomized with no pre-specified order of presentation, we have also added this to the Materials and methods (subsections "Behavioral task -- Intracranial recordings" and "Scalp EEG dataset").

> 2\) It is entirely unclear why the 22-Hz stimulus in the EEG study should be considered a \"control\" stimulus (as opposed to the \"experimental\" 40-Hz stimulus). Also, the use of steady-state evoked potentials in general is not introduced anywhere in the text.

We apologize for this confusion. There was no 22 Hz stimulus; the stimuli were only 40 Hz and 84 Hz. The triggered power at 22 Hz is shown as a control analysis to demonstrate that the SSAEP we observe is specific to the frequency of stimulation (i.e. that only the induced frequency, and not baseline power, changes). We have added this explanation to the Results (subsection "Evoked LPs detected in scalp EEG reveal asymmetric induction and emergence dynamics", first paragraph).

> Furthermore, several questions were raised regarding the data acquisition:
>
> 3\) Of course by necessity, the recordings in patients were not counterbalanced in time, with up to 3 weeks in between, during which changes can have occurred (e.g. electrode position, impedance, SNR, etc.) which are otherwise unrelated to the experimental conditions but may have impacted the results. It would strengthen their claims if the authors could show some other measure that did not differ between these two time points, e.g. evoked response to the stimuli during wakefulness (or any other way to take away concerns about time-order effects here). Related, did the authors record any seizures pre or during the case?

We did not record any seizures in these data, which we have now added to the Materials and methods (subsection "Clinical setting"). It is challenging to directly compare these recordings since it takes upwards of an hour for surgical-level propofol to completely clear from the system, whereas electrodes had to be disconnected rapidly after emergence so that patients could be transported out of the OR. Patients are therefore typically awake but not fully alert in our post-ROC condition, preventing direct comparison with the awake baseline prior to induction, since arousal state is lower. Due to this, no exactly equivalent brain states are studied across the two conditions. However, overall low-frequency power is very similar across induction and emergence recordings at similar dosage levels (Figure 3F), arguing against any gross change in recording quality large enough to explain these \>100 µV stimulus-evoked differences. In addition, the strong agreement between our emergence session LPs and the KCs from the sleep sessions acquired later in the week (Figure 5), with tightly matched amplitudes and spatial properties, suggests no major change in recording quality has occurred over the course of a few days. We agree with reviewers that small shifts in electrode position and SNR may occur across these sessions, and have added a description of this limitation to the Discussion (seventh paragraph), but our analyses in Figures 3 and 5 demonstrate these effects are unlikely to be able to explain the striking stimulus-locked phenomena we observe.

In addition, our scalp EEG data confirms this phenomenon cannot be due to order effects: the appearance of LPs occurs preferentially during emergence in our scalp EEG data as well, even though temporal order is reversed in this experiment. We have added this issue to the Discussion (seventh paragraph), mentioning this limitation, and that we do not observe any major changes in recording quality (at least not on a large enough scale to explain the very large LP differences we see).

> 4\) What was the impact of location of intracranial recording electrodes? Interpreting the significance of the LP observations is challenging with a small diverse patient cohort and an arbitrarily defined detector.

Although the placement of electrodes in each patient was heterogeneous and determined by clinical criteria, most patients did have a broad range of brain regions covered including substantial parts of the temporal, frontal and parietal lobes (total = 1,095 electrodes in the 13 sessions). Figure 2 shows the impact of recording location in one example patient (Figure 2A, C) and across our entire cohort (Figure 2B), demonstrating that the LP rate does vary by spatial location, and is highest in frontal and temporal locations. In our EEG subjects we recorded 64-channel EEG across the entire scalp and analyzed the spatial pattern of the LPs, identifying widespread appearance of these signals (Figure 4G). In addition, we also provide trial-averaged responses that do not depend on the detector (Figure 3A, B, C, D), to demonstrate a consistent effect during emergence even when a detector is not used to segment these trials. We have also added this limitation to the Discussion (seventh paragraph), suggesting future studies that could investigate these spatial properties further by including larger patient cohorts or using animal recordings.

> 5\) Regarding the scalp EEG dataset, why was a single frontal electrode chosen for the LP analysis, as presumably most recordings in epilepsy patients actually used temporal lobe coverage? If the authors later conclude that frontal networks underlie the down states indicated by large LPs and decreased gamma why did they then not analyze the most frontal intracranial electrodes?

We observed the highest LP rate in our intracranial frontal electrodes (Figure 2B), suggesting this is a prime area for investigating LP phenomena, and our patients generally had extensive frontal and temporal electrodes present. The EEG data do not have sufficient spatial resolution to draw highly localized conclusions about the networks involved in generating LPs. Indeed, we observed that LPs, when they occur, generally are detectable across many scalp EEG electrodes, consistent with the fact that these events were intracranially detected over more than a third of frontal intracranial electrodes. We therefore chose to detect LPs using a single EEG electrode for simplicity. The choice of a frontal electrode was also made to avoid confounding the LPs with stimulus-evoked activity (auditory potentials) we observed more strongly at temporal electrodes. We have added this reasoning to the Results (subsection "Evoked LPs detected in scalp EEG reveal asymmetric induction and emergence dynamics", second paragraph).

> Critically, several questions and concerns were raised regarding the analysis procedure:
>
> 6\) What was the variability of the length of recording segments for automatic event detection? Why not take the entire recording and just reject artifact-contaminated parts?

We have added an explanation to this to the subsection "Automated event detection" and have now added quantification of the length and variability of the recording segment. The length is highly variable as patients take very heterogeneous amounts of time to emerge from anesthesia. Our recording segmentation approach was due to the clinical setting of these acquisitions: we segmented out the portion of the recording that was usable, because the beginning and end of the recordings are irrecoverably noisy due to the fact that we are interacting with the patient to connect or disconnect electrodes and stabilize patient position during this time. Manually identifying the stable recording period was therefore helpful for avoiding this excessive noise and periods in which some electrodes may be being adjusted. If this very high-noise period is not excluded, then baseline calculations of standard deviation for automatic noise rejection are biased to be very high (because they include long periods where electrodes are not stable and contain severe noise). Within the segment where we record without interference, we aimed to avoid hand-labeling of individual trials as noisy in order to minimize subjective judgments for what qualified as substantial noise, and instead automatically rejected noisy trials. In general, intracranial ECoG recordings are low-noise, and we used the amplitude threshold described in Materials and methods (see the aforementioned subsection) to automatically reject any trials that were likely to have excessive noise.

> 7\) Please quantify the heterogeneity in LPs (onset/amplitude) locked to stimulus onset. Especially given the large fraction of LPs that did not appear stimulus-locked at all, it would be good to demonstrate that the majority of LPs is indeed related to the auditory stimuli. Related to this, the analyses and figures flip back and forth between time axes locked to event peaks (e.g. Figure 1E/F/G) and stimulus onsets (e.g. Figure 2). Please stick to one definition of the time axes, or clearly motivate different choices.

This issue was due to lack of clarity on our part -- this quantification is in Figure 3A, B, C which demonstrates that these LPs are on average locked to the stimulus: this sliding window analysis does not use the automated detector, rather it includes all trials, and demonstrates a consistent large evoked potential is identified during emergence. In addition, Figure 3D demonstrates consistent stimulus-locked potentials (again, not using the detector). We have updated the legend to clarify that this figure is reporting mean evoked potentials without any detector, demonstrating these events are in fact time-locked (albeit with some variability).

Our quantification of heterogeneity in LP amplitude and timing is in the Results subsection "Auditory stimuli can induce large-amplitude evoked potentials during emergence", first paragraph, reporting median and quartile range of event amplitude, timing, and width, across all subjects.

We think it is valuable to show both kinds of plots (stimulus-locked vs. peak-locked) because they allow visualization of different aspects of the evoked potentials: locking to event peaks shows the typical waveform, whereas locking to stimulus onset shows the typical LP delay relative to the stimulus. As suggested by the reviewers we have now added more explanation of this motivation for the two types of analysis to the Results (subsections "Auditory stimuli can induce large-amplitude evoked potentials during emergence", second paragraph and "Large evoked potentials involve a spatially distributed frontotemporal network"). We think that showing both types of analyses provides additional useful information and hope this new text will clarify the interpretation of these two differing plots.

> 8\) Did lowering the threshold lead to observation of LP during emergence in more of the EEG subjects (subsection "Evoked LPs detected in scalp EEG reveal asymmetric induction and emergence dynamics", first paragraph)?

We have now added a new figure showing the effect of altering the threshold (Figure 4---figure supplement 1C). We observed large-amplitude stimulus-evoked potentials (\>12 µV) in 4/10 subjects during the pre-ROC period. As suggested by the reviewer, several of the other subjects did have smaller amplitude potentials (\<10 µV), but these were in the range of potentials we observed during post-LOC and post-ROC epochs. We therefore conservatively chose to report detection of LPs only in 4/10 subjects since whether these smaller threshold events also corresponded to LPs was not completely unambiguous. In addition, Figure 4I shows the median amplitude of stimulus-evoked potentials in each subject, and this analysis does not impose any threshold, to display the full range of variability across subjects. Overall these analyses confirm that LPs were detected in the ROC period in the scalp EEG subjects.

> Also, please provide illustrations of individual and mean ERPs/LPs in the EEG study as well (i.e. analogous to Figures 1D/E/F), separately for different anesthesia epochs.

We have now updated Figure 4 to more closely parallel Figure 1: the individual ERPs are shown in Figure 4F and median ERP is shown in Figure 4G. In addition, we have now plotted ERPs across the separate epochs in the new Figure 4---figure supplement 1B.

> Furthermore, source level analysis might help recover LPs in more EEG subjects, considering it would improve the spatial resolution.

Because we had access to high-spatial resolution intracranial recordings that showed these events are both widespread and spatially heterogeneous, we chose not to attempt source level analysis of EEG data, since the correct assumptions for regularization of the spatial inference are less clear in this case of very widespread LPs (detectable across over a third of frontal and temporal intracranial electrodes).

> 9\) Although the authors demonstrate that LPs are not present during either induction of anesthesia or alert wakefulness, they provide no evidence that LPs are absent during anesthesia itself. Please quantify. (In fact, looking at Figure 3A, it appears that there are some relatively high-amplitude ERPs before the \'propofol off\' marker.)

We have now added the deep anesthesia condition during the intracranial induction experiment to Figure 3D, demonstrating that LPs are not present at this surgical-level maintenance dose. We do not have an equivalent maintenance-level epoch in the intracranial emergence recording, due to the restriction of recording in the OR environment: we were not able to record during anesthetic maintenance during the electrode implant, instead we connect the electrodes right at the end of the surgery just before anesthesia is turned off, so our emergence recordings do not contain a maintenance period, but our induction recordings do contain the deeply anesthetized maintenance state and our new figure demonstrates that LPs are absent during anesthesia maintenance.

The previous Figure 3A feature commented on was due to high variability in the pre-LOC period when slow oscillations are still present, and reflects an edge effect from our sliding window analysis (which could not smooth as much in the first few time windows due to them containing fewer stimuli and was therefore more easily swayed by noise in this initial period). We realize this was misleading and have updated the figure based on these comments. Now that we have converted to the z-score display as suggested in the comment below, we have removed the edge effects and this time period does not appear (due to it containing \<8 stimuli for averaging), which should clarify this figure. Furthermore, these variable spots did not have the same waveform as the LPs, as they contained a strong negative component not seen in the slow, large responses that appear later in emergence (Figure 3a, \~2100-2500 s).

To further address this issue, in our scalp EEG dataset we have now added additional epochs to the analysis as well (Figure 4H) and found no evidence for stimulus-evoked LPs during maintenance of general anesthesia. Note that during general anesthesia many subjects exhibit very strong slow oscillations (0.5-2 Hz). However, as these are not individual events driven by the stimulus, they do not result in the mean stimulus-evoked response that is seen during LPs (Figure 4D, H, Figure 4---figure supplement 1B).

> 10\) The authors report that their detector picked up 64% of manually identified K-complexes, but how many were missed? After running this on three patients they should not claim that this may be used as an automatic detector.

We agree, we have added a statement indicating that our detector is an analysis tool designed specifically for this LP study and is not intended to be a KC detector (subsection "Evoked responses strongly resemble spontaneous K-complexes during sleep", first paragraph). As 64% of KCs were identified, 36% were missed.

> 11\) The correlations between K-complex and LP amplitudes across channels (Figure 5D) appear to be largely driven by outliers for two out of the three patients (8 and 12). Please replot the scatter plots with the most extreme outliers removed, to get a more detailed view of the central cloud of points.

This issue is due to our lack of clarity in presentation: we would like to clarify that each of the data points in Figure 5 represents the mean response in one electrode. Thus, the large-amplitude data points are not outliers but instead represent the channels with the most robust, largest-amplitude LPs -- the highest-signal channels and the ones with the large phenomenon of interest. This figure shows that the same channels which exhibit large-amplitude LPs during emergence from anesthesia show the largest-amplitude K-complex events during sleep. To avoid confusion we have replaced these correlation figures with paired dot plots that more clearly show the magnitude characteristics across patients (new Figure 5C). We also now clarify this aspect of the figure in the legend. The overall finding is that the channels with very large LPs (which resembled outliers in this plot but in fact reflect large evoked responses) are highly consistent across conditions, whereas channels without LPs are also consistently low-amplitude across conditions.

No correlation is expected in the central cloud alone, since this is comprised of channels with near-zero response channels: i.e. the ones that do not actually exhibit LPs, and do not have any correlation in their mean response, since this reflects residual noise in the absence of a stimulus-locked event. Instead, the relevant result is that channels that do have LPs have them in both sleep and anesthesia, whereas channels without LPs have them in neither condition, as illustrated in our new Figure 5C. To provide extra information about the effects we observe, we have also now added bootstrap confidence intervals to complement the Pearson correlation statistical reporting, which reduces sensitivity to outliers, and show that the bootstrap confidence interval is significant within 2/3 individual subjects. We have also added new correlation plots with and without the central cloud as Figure 5---figure supplement 1 -- as predicted, correlation increases when the central cloud is removed, as the channels that have LPs are also more correlated across sleep and emergence (since they contain very similar event magnitudes and spatial distributions). Thus, there is reduced correlation within the central cloud without LPs, and consistent matching of LPs within channels that do have large responses.

> Finally, it would be helpful if the authors could expand on the interpretation and implication of their findings, highlighting the importance and novelty of their study:
>
> 12\) Is there any clinical relevance, can this be used as some sort of indicator? Was there a correlation with the LP measure (difference across subjects) and other perhaps behavioral measures? Did length/number/strength of LP occurrence correlate with speed of anesthesia recovery, for instance?

We have now added a new Discussion section on clinical relevance of these findings (seventh paragraph). Due to the small patient sample we cannot draw conclusions at this point about correlation with individual patient outcomes, but we now comment on this limitation and suggest future studies that could examine these patterns. In particular, it would be valuable to examine whether LP occurrence can be used to predict impending emergence from anesthesia in a larger clinical study.

> 13\) The authors suggest that this is completely novel, however, they do not cite rather older papers that described the same phenomenon during sleep (Perrin et al., 1999: \"A differential brain response to the subject\'s own name persists during sleep\").

We have now added the suggested citation as well as discussion situating our work relative to papers studying KCs in sleep (Discussion, second paragraph).

> 14\) What is the relation between on the one hand alpha and LP, and on the other hand the inhibitory nature of the LPs (considering that alpha is also thought to have an inhibitory function). Is there a direct mechanistic link between the two? What is the causal order of events here?

We have now added discussion about the properties of alpha relative to the LPs that we see. While we can only speculate on the causal relationships in these data, we do observe that spontaneous alpha is high during emergence, but low during sleep, whereas the LPs and KCs are highly similar, leading us to speculate that perhaps that alpha vs. LPs reflect distinct circuit mechanisms (Discussion, second paragraph).

\[Editors\' note: further revisions were requested prior to acceptance, as described below.\]

> The manuscript has been substantially improved but there are some remaining issues that need to be addressed before acceptance, as outlined below:
>
> 1\) In Figure 4H, it appears as though LPs are most prominent in scalp EEG post-ROC (ROC+20), whereas in Figure 4I, the peri-ROC bar appears the highest. For the intracranial data, it was clearly the pre-ROC period that shows the strongest LPs (Figure 3D). The authors don\'t reflect on this difference.

We have now added a section discussing the difference between the intracranial and scalp EEG experiment LP timing (subsection "Evoked LPs detected in scalp EEG reveal asymmetric induction and emergence dynamics", last paragraph). This pattern is likely due to the differences in experimental design across the two studies: the intracranial study involves a rapid emergence after the drug is completely shut off, and after ROC patients continue to progress to full awakening. In contrast, the scalp EEG study involved a slow emergence, as drug levels are gradually reduced in a stepwise fashion and patients are held in the emerging state for longer periods, as the drug infusion is still ongoing at low levels when patients reach ROC (Figure 4A), maintaining patients in the emerging state for longer periods. We therefore believe that these differences in arousal level around 'ROC', and the fact that ROC represents a somewhat different state (i.e. a prolonged plateau of low arousal in the scalp EEG case), accounts for the differences between groups.

For the difference between 4H and 4I, we apologize that it was not sufficiently clear that Figure 4H is the single subject example, whereas Figure 4I is the group analysis including all subjects. The Figure 4H panel shows data from the same single subject used in panels 4A-F, whereas the summary across subjects is in 4I. We plot both the single subject and the group because individual subjects emerge at different times throughout this long stepped infusion, and as discussed in the text only a subset of the scalp EEG subjects exhibit clear LPs. Because of this heterogeneity in timecourses, averaging the timeseries directly obscures emergence dynamics in individual subjects. We therefore show both the variance across trials within a subject (4H) and the summary statistics across all subjects (4I). We have updated the figure title and legend to make it clear that 4h displays temporal evolution of the response in one subject, whereas 4I displays the whole group. This particular subject had a slow, prolonged emergence, as can be seen by the slow return of behavioral responses over \>20 minutes (Figure 4B) so that is why the LPs continue to occur 20 minutes after the defined point where ROC begins (as the subject is still undergoing the emergence process, responding to only a subset of stimuli, at this time). To clarify that the ROC+20 timepoint is still during the emergence process in this subject, we have therefore also updated the figure axis labels from \"ROC+20\" to \"Late ROC\", to clarify that the subject is still within the ROC window during this time.

> 2\) It should be noted that Figures 4H/4I/3D all appear to quantify the same thing (LP magnitude of some sort), but the exact quantity which the authors chose to plot differs (max/mean/median amplitude). As I pointed out in my original review, it would be good to unify units as much as possible among plots.

We have now updated Figures 3 and 4 to use the same processing steps across both datasets, displaying the mean ERP value in the main figures (mean over time, then mean over trials), and we have moved the peak ERP plots to the supplementary figure (median over trials, then max value of the absolute ERP peak). Figure 4I, 3D, now show the matched mean analysis, and the new Figure 4---figure supplement 1D, E shows the matched peak analysis across the group. Figure 4H is the single subject version (i.e. no mean over trials since the boxplot itself is displaying the variance over trials within the subject).

The results were slightly clearer when using different methods for scalp vs. intracranial EEG, because the scalp data has lower temporal SNR and higher trial number, and effects are more easily detected in the peak. By contrast, the intracranial dataset has higher tSNR but does not contain enough trials for a maximum-based estimator to be robust when large slow oscillations are present, due to insufficient trials for averaging in this high-variance condition, which causes some subjects to exhibit biased large peak values. However, the overall pattern of results is similar with both of these approaches (new Figure 3D, 4I; Figure 4---figure supplement 1D, E).
